w m m 

[0002] ijjjyWb^i^^ii-SMW^.fei^^LTfe^, i^ft{bi±^*3ffl^/it3/j^ 

omftzmm-tzzkn. m^mm<?>mm&mwu ^izmL^mmmzmm-tz 

[0003] *»K#&a,i^^ktfc¥»«S^wawtc«s+5¥^5^'>>««ia^ 

(Kruppel-like factors5)/BTEB2/IKLF (£i.T\ *^a*^*5V ^KLF5J irlfc 
^ 5 fo5}*-¥ffi1"o^tf-.bjc5bL7c(Circuiation Research, 85, pp.182-191, 1999) c 
KLF5I4, JM&tm£JEfflfcjk1Ffc*:EU l*fln?(±£JS#{ET-taa*s SUMS! 
fc*©dL*&fc^l4«Sbi*l)f^fta. KU*5<?)%m.Z%lx.Z>Ty?-±>xmmx- 
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[0004] ^^#^i±,KLF5^S®fl|R|i{ll*®^$ii:5^^NV©yp*~^«-(^^LT 

t^fc^JSfeUfc (Nature Medicine, 8, pp.856-863, 2002) c ZCDSyfYVb'^XXte, 

(PDGF)^l?£li^^te£TM£TLT^^ 
Am80)(t,M£fflt\fcl^-£-r-;/^^ 

Sik^^S^l^lfif^lrraU^Nature Medicine, 8, pp.856-863, 2002) o 
[0005] --.h., #mit^y^^^m^«-OT'feSC2E ) 4E I 6E J 10E)-3,7,U,15-7 i hy 
^^~2,4 1 6,lO ) 14-^.dr-tJ--r^^>^^>'0t(aTv ^W^^&^MSHr&^Tr 

nik-333j t^s^^fcs) t±, ^y^m^m BRv^M^m^'&mm 
Lxmmm^L,mmkm^L.xmmmAmRi^r^h—ymmif^m 

t'fLtfcfjf, g^ttWffi^gMiLT^fflTfe5(N. Eng. J. Med,, 334, 
pp.1561-1567, 1996)„ L^UC^, ^^T'^i^JyV^^ft^^i.)^ 

[ooo6] &&m*>m^mm*wFs<Dmmmmmmirzm.m*ffl%i-zz& 
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[0007] ^mW%bn±.TA<DPkMZM1k-t'<< , ^^-^H^ KLFS^S^kWffiiJ^ & 

^Wirty^xy^wM^ 
[ooo9j ±is^Bi^«^^L^!im{'-J:titt\ ^gtwy^u-/u^{bi^^^^"y^^^^ 

;b-2,4,6J0a4-^^^x^^>^^vStT'fo^±fB^[5|f=;SU-#m^yyv-. 

^#«^y^-^^^##it>bi^^^j^^§^5M^ffi^p^^tp 
[ooio] £y«iE.£^fc>j±. ±t£^isii(D^^^fc^^#^xDKyyu-yu^^^^{gffi 
#1 -5ii^t tf ^-^ ; m y^y y^^ijt5^i£T'fcoT, itm&.m?^ 
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[0011] ^?Pj]^E»fe¥H^^ 

[0012] [®l]Ll]lf±COSl«i3:LF5tRARa^h7>'^73r.^v-3>-^it, NIK-333££ffi 

[^2]|l|2}tCOSl«}a<LF5tRARa^h7y^7x^v'a>'$ii\ N[K-333&0* 
ATRA&fcffifU ^7*7~^Ty±4Zff<>K.&W<z%m^mX~hZ> 0 
[(a3][.H3(iCOSl»aiCKLF5tRAR/5 , y ^hy^y^^aV^-tL NIK-333& 

[H34]!ll4{t3T3||ll^^NIK-333XMATRA^itL, 24, 36, &tJ<48Sf TO^fi 

[[15] H 5 B3T3 - KLF5«# TOi$ima\ : IK - 333Xf4ATRA4rftfl?U ±M& 

[0013] ^l|0^^EI|<7>^^tLTffi^b^5*Sll^y7'U^^fli^fett,M 

o^y^v^T^-^t^y^u/-^) , ^y^i//^bco^*g^^fM@^ 

-2,4,6,10 J4-^^j-X^^>^>^T&^. 

(2E J 4E,6E,10E)-3J,lia5-^1^7VW2,4^10J4-^^-T>'<>'^>»lfi^ 
5^t*St?$5 0 r©{t^^#&HH63-32058^#St^J. Chem. Soc. (c), 2154, 
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mmx%z a t.tz, w^0^^])^u^it^m±mri7micmm^ntc^ 

[0014] ^K©E3SiLTtt,^SI^y7 p ^=^^{fc-a'#j^TO^^4£4LT*3«tv^i 

turn, {sy*.tf, ii(iixttt^tiigi, mm. ~>wy°M 
ifzz.b&x^z> 0 ima&^imi-zm&mkLx^ mz.t£* mm, &mm, 

[0015] «Jffl»^l/o*, g?£«k *TM#K »jR*k W^lb 

iifr^j, mmitm, matm, t 

-Y^m ?np3i 56WJ> mmm, mmtm 

, mm\, *s», mmm, phm»k mm, mm, 

SM, KM, #MJ, tfWk j«tfPMiJ, 

m, mum, mum, \mn, mmitm, mm, mm\, mm^mi, mmitm 

* b m±%m \mmtstvx^ox\ %n%Kmmmj&®<nMMtzmzxm&<n 

w&ir&Lb&X'Z% B m>ti$, m.mmmimtLx±^x3-7,mm^K w. 
mm, w^ins>yv*->K xi*£®¥mzfflmirmm*k*m\< ^t^xz 

h a £fc, PCT/JP03/l0440^KiWa r t-tt3jai,15-7 i K7^f"^2,4,6,10 ) 14-^ 
[0016] #^»g»tN£^MUi®S^^ 
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^■r y^&t>*/x«»ar^fb^^i^*%i^ ommowmnm tot ^ct>, * 
tool?] #sp^ii^& ^-m u^4@»r±#£K£&ii*i ^\ mm*m$}f&ftm 

:^^L-C-|J^ f ]-tlr0.0fl: mg-1,200 mg^g©ra-?^K-f 5ri^T*#, lift 
P&fctJIOO mg— 1,000 mggj£-efe£ 0 ±|E(Dig^ftS.S#<0¥Sp J ? s 

tools} ^isssrutfi^tifj^^^^wtiftwi-s^, MmmmnTmo) 

m 1 - 1 : K^ia-^KLF5Stt<t(c:*J-1-5S!)* 
COSUilS^24^^y^-MC5X lo^/^wKo^-e&t, 37^(7)5% CCMV 

pCAG/KLPS-fcii^cD^-^-- (pCAG) v pCMX/RAR a ifci±^<D^^- 
(pCMX)&tJ«PDGF-A promoter(-900)- Luciferase£rj&5PU 37°Cc05% CO -Y^^ 
-<"^-f48P^3Ml^. 0 NIK-333J;^^/W*yU/]-^>K (DMSO) IdgtfLTIO" 7 
~10~ 5 M(t^ct5{C^JOLfc 0 ^©gK Dual Luciferase Reporter Assay System ("7" p 
y^ltgO ?:ffi^T^y7i7- If T^-fer^ff ofc c -?:<D^«rlKll ^1" 0 KLF5d 

iRAR a (DQi^?*— (LanelX KLF5 W<7)3f A(Lane2) s 
RAR a COfy<D iftls^?- ^ A(Lan e 3) &c:J±;$£ LT KLF5 <t RAR a cD^^A^t) 
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PDGF-A^P*- ^-^mt^m^Wz(Lme4) a ^CDRARa BtfSST^fctfS 

[0019] iaji-2. m^m^KLFsmmtim-rm^ 

COSlj»£24^/v:7V~ htsx lOW^/^f'J^T*^, 37 c Ct05% C<MV 

pCAG/KLF5;£fd^«^^-<pCAG), pRSh/RAR a , jS , y ^fcfi^OS'W 
— (pRS-RSV)*5j;t>*PDGF-A promoter(-900)-Luciferase£;i^OU 37°CW5% CO -Y 

UT10" 12 —10" s Mi:/«fc5J:5{-SEJPLfc <> Wit, Dual Luciferase Reporter Assay 
System C/n.*#ftK) ^T^i^*?- ifXy-t^tTofcc ^f£^£-[Il2& 
lK3!C^1% KLF5<£^^~iRARa^£^^-(LanelX R.AR a (D CO® {5^ 
aff A(Lane2), &t>*KLF5<^^^>S^^-^A(Lano3)ICjt®!LTKLF5J:RAR a ©Jtfc 
T-#A(Lane4)tJ:9PDGF-A^P^-^-ffi-ffi{h^5Ei6^7C 0 ^RAR a 3£M 
Ttw*5it5KLF5^#<7?PDGF-A^"n^— ^^f^ ffl8NIK-333{;i<fc9?jlfliiS*L 
7c(Lane5~12) 0 n©fpfflttIO" ,0 M^^WE^, S&^ftjt-MU 
^-U^/^>^(ATRA)j;i5^^^^7D^t^B^?>^c 0 l^&fcRAR y 3fi«5lT 

ATRAj;!9t>3S^j^fe5r.i:*5ffii!>P,nfc 0 — RAR jS &3g5m~*3#3KLF5## 

7C B NIK-333HRAR(a , y )^*TF!-:£l^KLF5fOPDGF-A7 0 n^— 
^ffiSrfllSJ L , r ©fpffl fiATRA «t % 3l£ t) X*h 5 r t t>ti7t 0 &oTMK-333 

[0020] $12 : mm^ms-rsmmmmi^'tm^ 

nmfflWtMUZ. NIK-333&lMTRA£ 10' 7 ~10^M£ft&J;5K:i&&OL 
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24, 36, IkmBmmm^Mkm^m^t^ NIK~333£ ATRAttD MSO K'&Ml^fc 

c nik 33miG%ifrbm&ikm±^M&mM&m\\u wimit 

[0021] m3 - 1 : '^^o^yW-m^M^m^ 

CKO-^X/K^^ffltt^^^tL-n ^(Physiol. Genomics., 2, pp.13-30, 2000; 
Circulation, 104, pp.2716- 2721, 2001; Circulation, 106, pp.847-853, 2002)„ %&\Z. 
fViiittC57BL6/N-7r>^8JMSf?(10|7C/^)^^ tito ^CSM ^»LfiNIK-333 

»7 0 «<7>ib*^Mfj^iC*7tLTPE50 (^y^^U>f-^-y50) Wx^tz a 5 

W^M^IiEfffi,NIK-333S^^^fi^>Kp-/Wpiiti5LTI/M(rtJji/t^)|;b 
[0022] [SB] 



Jffl © 


1/M ft 




0.93 ±0.35 


NIK-333 50mg/kg 


0.87 ±0.29 


NIK-333 lOOmgrtcg 


0.75 ±0.31 



[0023] #i)3-2. ^y^JJVmm^T'M^tsn^^ 

%7^m^^zm^xfam*TysyM$t&n<>tCo M.m^r^\m\^x 

r.(0 ; E-7*^6D^MttiSffi*§tl,TV^5(Physiol.Genoraics., 2, pp.13-30, 2000; 
Circulation, 104, pp2716-2721, Circulation, 106, pp847-853, 2002) o MS^fctJUt 
C57BL6/N^£*8fflflKl0|E/i¥)£^fflUfc o ^MM^LfcNlK-333 100, 200 
mg/kgfe£V HtATRA 5, lOmg/kg^^MS (#<J^ U^r, — ^jfiL^W^fflt- 



Elastica van Gieson, EVG) Stefe£fTofc 0 ^Cgf, ^^^ctSMflSS^T^Cfcjfil 
frtMCOieif li, NIK-333S#i¥"C*='>'hD-yl.^tJt^LTI/M(^lIg/rtJl^)ttW 

[0024] K2] 





r/Mtfc Mcan±S.D.) 






0.62*0.2 




NIK-333 100m 8 /k C 


0.38^0.2 


P<D.D5 


NIK-333 200mg/kff 


0.09=0.1 


P<0.D1 


ATRA 5mgft:e 


0.64i03 


«1« L 


ATRA ]0rog/kg 


0.63*0.2 





[oo25] M4 : v ^^msat^i^^s 

«C57BL6/N^r>^8®ft(l0pC/^)«ffl Lfc u LfcNIK-333 
50mg/kg&U«100nig/kg£5Ml R UU® H&q&^Ufc. atflS^LT^sifi©^ 

»L/c 0 -5-05^, NIK-333(05iiHS-%-S¥ (50au«100mg/kg) "Ctta^ha— 
[0026] [S3] 





(g> 


RiBISmaS: (g) 




21.1*0.3 


0.1137*0.0036 


NIK-333 SOmg/kg 


20.8±0.3 


0.1465*0.00.13 


NIK-333 lOOttig/kg 


21.2±0.3 


0.1330*0.0026 



KlF5%3£7£l^m.£ J &1tm& < 3T3-KLF5Mft > (KLF5©cDNA&3 X FLAG Jg 
£3T3-mockt$j|SH^) £10%FBS, penicillin G/streptomycin^DMEMJMi;:! X 
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1.0 s l/^x^ (6^x/^-h)ill, ™&37°CC95% CCM^-^-^-T^ 
penicillin G/ streptomycin^ #DMEM*£i1il (jfcfif ^) ££&U 2^^^^ 
DMSO£^LfcNlK-333£«RU 24E#HJ^*m^^^feMLfc 0 
Sr05^*1- O 3T3-mockajte^j:U ! 3T3-KLF5«i;:^V^-CDMSO^r^Lfc 
NlK-333, ATRA&10 8 ~lO"M«|g^5J:5l^PTSt, P?*M6&bfcNIK-333 
^J:t^ATRAW^PlCj;f3»aEft#WI^3WJfSI&0»'>^iK»bix^ 3T3-mock 

3T3-KLF5«^^5^ffl«iNIK-3330*-^ATRAJ;«9t>3^Tfcofc 0 
NIK-333&Ssfln Lfc3T3-mockSBiai:3T3-KLF5#|BJia^tt^1-5i > 3T3-KLF5« 

ftm\zm&±£tzZki)^ NIK-333<7)^ffljtKLF5^{lHffl{r|^-^LTV i&Lk&W 



